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Supplementary Note
N-glycans of recombinant IDUA hosted in Arabidopsis cgl seeds
In the Chinese hamster ovary (CHO) cell system, the N-linked glycans of the six sites on IDUA are heterogeneous 1 . Some of the N-linked glycans remain in a high mannose form (Asn372; Asn415 is mixed high mannose and complex); at least two of the sites are modified to complex forms (Asn110 and Asn190), while two carry mannose-6-phosphate (M6P) tags for receptor-mediated lysosomal uptake (Asn336 and Asn451) 1 . Previously we reported the identification of transgenic Arabidopsis thaliana (Arabidopsis) cgl lines with exceptional activities using the promoter and other regulatory sequences of the Phaseolus vulgaris arcelin 5-I gene, 2 . Arabidopsis cgl is a mutant background (the complex-glycandeficient or cgl1 C5 mutant; Arabidopsis Biological Resource Center, stock number CS6192) in which N-glycan maturation is avoided due to a deficiency of the Golgi enzyme Nacetylglucosamine transferase I (GnT I) (EC 2.4.1.101). When used to host the production of a recombinant protein, the cgl mutant of Arabidopsis can yield a significantly reduced complexity of the proteins' constituent N-linked glycans. In marked contrast to wild-type (Columbia) seeds, in which matured (complex/hybrid-type) N-glycans predominate on recombinant IDUA 3 , in the cgl mutant these constitute only 5.5%. The remaining N-glycan structures (94.5%) are of the high mannose type (Man5-9) 4 . The Asn372 site of the cgl-IDUA is occupied exclusively by high-mannose N-glycans 4 , as is the case for the CHO-cell recombinant IDUA enzyme 1 . 
Supplementary Table 4 Proposed structural impacts of the missense mutations in IDUA (see Supplementary Fig. 3 ). 
